Appropriate interventions might improve the prevention of essential hypertension. This requires a comprehensive view of modifiable lifestyle factors (MLFs) distribution and effect. To determine how six MLFs (general adiposity, abdominal adiposity, alcohol consumption, smoking, diet, physical inactivity) for risk of hypertension are distributed and how their combinations affect the risk, a prospective study cohort of 11,923 healthy participants from the population-based European Prospective Investigation into Cancer and Nutrition (EPIC)-Potsdam Study was used. Of these, 1,635 developed hypertension during a mean follow-up of 10.3 years. Mutually exclusive combinations, clustering and interactions of MLFs were then investigated stratifying by sex, Hazard Ratios (HRs) and Population Attributable Risks (PARs%) were calculated. General adiposity alone was sufficient to increase the risk of hypertension (HR = 1.86, PAR% 3.36), and in this cohort it played a major role in enhancing the risk of hypertension, together with smoking and physical inactivity. MLFs had a different impact and a different modulation of risk in women and men, and they showed a remarkable tendency to occur in specific patterns with higher prevalence than expected. This indication can help to promote a holistic approach through multifactorial preventive strategies addressing more than a factor at a time. For prevention of hypertension addressing adiposity together with smoking, promoting at the same time physical activity should be the first choice.
Despite massive improvements achieved in primary and secondary prevention, incidence and prevalence of essential hypertension (hereafter referred to as hypertension) are still rising worldwide, and further increases are foreseen if no effective counteractions are undertaken 1, 2 . Population-based and/or individual interventions could be effective counteractions as they have shown to reduce blood pressure values and hypertension incidence 3, 4 and subsequently the risk of major cardiovascular diseases [5] [6] [7] . The implementation of interventions requires a good understanding of modifiable lifestyle factors (MLFs) within the targeted population 8, 9 . This should also include insights on how the MLFs interact with each other and which MLFs profile could be a target of interventions with the highest potential impact.
So far the largest body of literature analysed MLFs separately, and information about how they are combined in the population and how such combinations impact risk are scarce, as well as information about clusters of association and mutual interactions. We identified six MLFs with sufficient evidence of a causal co-responsibility regarding the occurrence of hypertension: general and abdominal obesity [10] [11] [12] , excessive use of alcohol 13, 14 , smoking 15, 16 , lack of physical activity 17 and low adherence to the DASH (Dietary Approaches to Stop Hypertension) diet 18, 19 . Therefore, this study aimed to provide information about the prevalence and risk association of the MLFs combinations observed in a large adult German cohort, with insights about clustering and interactions of MLFs.
Definition and ascertainment of prevalent and incident hypertension. Prevalent cases are defined as participants with (i) systolic BP ≥ 140 mmHg and/or diastolic BP ≥ 90 mmHg as determined by the mean of the second and third measurements, (ii) self-reported prevalent hypertension diagnosis, or (iii) use of antihypertensive medication. Self-administered questionnaires were used every 2 to 3 years to collect information about potential cases of incident hypertension and hypertension-specific medicines during the previous months. Incident cases were included in the analysis only after verification and the confirmation of the diagnosis by the treating physician (International Classification of Diseases Tenth Revision: I10) 25 .
Definition and categorisation of MLFs. Six acknowledged MLFs were selected: general adiposity, abdominal adiposity, physical activity, adherence to "Dietary Approach to Stop Hypertension" (DASH) diet, smoking, and alcohol consumption. Body Mass Index (BMI, kg/m²) and waist circumference accounted for general and abdominal adiposity, respectively. BMI was categorised as underweight/normal (<25), overweight (25) (26) (27) (28) (29) (30) and obese (>30). Waist circumference was measured in cm and sex-specifically categorised as no risk (women < 80; men < 94), medium risk (women 80-88; men 94-102), and high risk (women > 88; men > 102). Smoking behaviour was categorised as never smoking, former and current smoking. The Improved Physical Activity Index (IPAI) adjusted for sex and age was used to account for physical activity; it was calculated as described in previous papers 26 and divided into inactive, moderately active, and active/very active categories. Dietary intake data assessed by FFQ 22 were used to calculate a DASH Diet Score
27
, that was modified due to lack of information about sodium intake. The modified DASH Score (mDASH) was divided into tertiles (low, medium and high) indicating adherence to the DASH diet. Alcohol intake from beverages was categorized as follows: no/ light consumption (women 0-6 g/day; men 0-12 g/day), moderate (women > 6-12 g/day; men ≥ 12-24 g/day), high (women > 12-30 g/day; men > 24-60 g/day), and very high consumption (women > 30 g/day; men > 60 g/ day). Based on previous knowledge, the following variables were used as adjusting variables in the risk models: educational attainment, age, and use of anti-inflammatory drugs. Educational attainment was categorised into high, medium, and low.
Statistical Analysis. Baseline characteristics were presented as means and standard deviations for continuous variables and as frequencies for categorical variables. First, the selected MLFs were analysed in the initial categories for their association with incidence of hypertension using the category with the assumed lowest risk as a reference. Hazard ratios (HRs) and 95% confidence intervals (CIs) were computed using Cox proportional hazards regression stratified by age. Entry time was defined as the participant's age at recruitment (years) and exit time as age at either diagnosis of hypertension, death or return of the last follow-up questionnaire. In the subsequent analyses, to calculate the population attributable risk (PAR%), MLFs were dichotomised as risk/no risk, according to the findings from the initial analysis. The no risk category was used as a reference when calculating the HR. PAR% was calculated assuming a causal and independent relationship between the MLF and incident hypertension 28 . The following equation was used:
where P e is the exposed proportion 29 . Further, mutually exclusive combinations of MLFs were investigated, using the binary system of presence (=1)/absence (=0) of the dichotomised MLFs. The prevalence of each combination was assessed, and the HRs calculated. The PAR% of each combination was also determined.
Finally, the ratio between observed and expected (O/E) prevalence of each combination was calculated according to a method previously published 30, 31 . The expected prevalence for each combination assuming the factors aggregate by chance was computed by multiplying the individual probabilities of each factor based on their observed prevalence, as shown in the example below:
P1 to P5 represent the prevalence of the single factor observed in the whole study sample. 1 − P2 or 1 − P5 represents the complementary probability for the subject having the correspondent risk factor. We considered indicative of clustering an O/E prevalence ratio >1.
In addition, the risk performance of a combination was evaluated by comparing the observed HR with the expected HR assuming no interaction between factors. The expected HR was calculated by multiplying the HRs of each MLF:
Interaction of MLFs occurs when their observed HR differs from the one expected to result from their individual effect.
We considered indicative of synergistic interaction an O/E HR ratio >1.
All analyses were performed with SAS software, version 9.4, and SAS Enterprise Guide, version 6.1 (SAS Institute Inc., Cary, NC, USA).
Results
The baseline characteristics of the cohort are shown in Table 1 . Participants who developed hypertension were older and more likely to be men and physically inactive, they had a higher BMI, waist circumference and slightly higher blood pressure at baseline. Men who developed hypertension but not women were more likely to be current or former smokers and to consume more than 24 g/day of alcohol. No appreciable difference was noticed in the DASH score between cases and non-cases in both sexes (Table 1) .
A multivariable-adjusted model was built to test the thresholds of the risk of hypertension in a preliminary analysis (data not shown). Alcohol was the only MLF that was not associated with the incidence of hypertension and was therefore excluded from the subsequent analyses.
According to the finding of the preliminary analysis, the MLFs were dichotomised and the categories characterised by higher risk of hypertension were defined as follows: BMI > 25 Kg/m 2 , waist circumference >88 cm for women and >102 cm for men, lowest tertile of mDASH score, current and former smoking, and "inactive" category of IPAI index.
In the dichotomised, multivariable-adjusted model ( Combination of MLFs: prevalence, strength of association and PAR%. For simplicity of the combinations' description we will use the following terms for the above-mentioned MLFs: BMI > 25: "BMI"; high-risk waist circumference: "waist"; low adherence to DASH diet: "diet", former and current smoking: "smoking"; low physical activity: "inactivity".
The analyses of specific combinations of MLFs revealed that a total of 1,580 women (19%) and 307 men (8%) were not exposed to any of the considered MLFs. (Tables 3-4) . This group at no-risk was used as a reference. 2,885 women (35.6%) and 1,011 men (26.5%) were exposed to one single MLF only (Tables 3 and 4 ). The most common MLFs were smoking (15%women; 12%men), inactivity (12%women; 5%men), and BMI (7%women, 7%men). In this category, solely BMI showed an important association with the incidence of hypertension, with a HR of 1.78 (1.37-2.32) in women and 2.43 (1.43-4.13) in men (Tables 3 and 4) .
Participants exposed to two MLFs were 2,315 women (28.6%) and 1,288 men (33%). The highest prevalence was observed for "smoking-inactivity" (11% women; 8% men), "BMI-smoking" (5% women; 13% men) and "BMI-inactivity"(6% women,men), with a HR (95% CI) of 1. for women and 1.95 (1.14-3.35), 2.70 (1.66-4.42), 3.09 (1.82-5.25) for men, respectively. The highest impact was showed by "BMI-Inactivity" for women (PAR% 3.4), and by "BMI-Smoking" for men (PAR% 8.16 ). Participants exposed to three MLFs were 998 women (12%) and 874 men (23%). The highest prevalence was observed for "BMI-smoking-inactivity" (4% women, 11% men), "waist-BMI-smoking" (2% women, 3% men), "waist-BMI-inactivity" (3% women,1% men) and "diet-smoking-inactivity"(1,7% women, 4% men), with a HR (95% CI) respectively of 2.17 (1.59-2.95), 3.09 (2.19-4.33), 2.79 (2.08-3.74), 1.91 (1.14-3.18) for women and of 3.13 (1.92-5.10), 7.18 (4.19-12.32), 3.85 (1.79-8.27), 2.15 (1.13-4.08) for men. The combination that showed the highest impact was "BMI-smoking-inactivity" (PAR% women 2.1; men 7.6). The combination of 3 MLFs at higher risk in women was "BMI-diet-smoking" with a HR (95% CI) of 6.40 (2.97-13.79).
Participants exposed to four MLFs were 311 women (4%) and 303 men (7.9%), with the highest prevalence showed by the combination of "BMI-waist-smoking-inactivity" (3.1% women, 3.5% men). This was also the combination at highest risk for men, with HR (95% CI) of 4.07 (2.35-7.05). For women, the combination at highest risk was "BMI-waist-diet-smoking" with a HR (95% CI) of 4.30 (1.36-13.64). The highest PAR% was shown by "BMI-waist-smoking-inactivity" (PAR% 1.9 women; 2.6 men). The simultaneous presence of all MLFs was detected only in 18 women (0.2%) and 33 men (0.9%), with a HR (95% CI) of 9.34 (4.85-17.99) for women and of 5.72 (2.71-12.08) for men.
Clustering and interactions.
Clustering was defined for a combination when its observed prevalence was different from the one expected assuming the component MLFs aggregate by chance. Hereby "cluster" is intended as a combination of MLFs that shows clustering. A total of 14 clusters (C) of MLFs (Table 5) for both women and men were identified, of which only 8 showed a notable association with the incidence of hypertension, consistent between sexes.
The most numerous clusters for women were "C-no risk" (19.5% of the female participants), "C-Smoking" (15%) and "C-Inactivity" (12%). For men, the most numerous clusters were "C-BMI-Smoking" (12.9% of the male participants), "C-Smoking" (12%) and "C-BMI-Smoking-Inactivity" (11%). In women, the clusters with the highest O/E prevalence ratios were "C-Waist-BMI-Smoking-Inactivity" (O/E prevalence = 3.73), "C-Waist-BMI-Diet-Smoking-Inactivity" (O/E prevalence = 3.09), and "C-Waist-BMI-Inactivity" (O/E prevalence = 3.16). In men the O/E prevalence ratios were generally lower, and the clusters with the highest ones were "C-Waist-BMI-Smoking-Inactivity" (O/E prevalence = 2.41), "C-Waist-BMI-Diet-Smoking-Inactivity" (O/E prevalence = 2.35) and "C-Waist-BMI-Diet-Smoking" (O/E prevalence = 1.98).
Among women, the most robust interaction was observed for "BMI-diet-smoking" (O/E HR: 2.33), followed by"C-Waist-BMI-Smoking" (O/E HR = 1.16). Interactions were slightly higher in men, and the highest O/E HR ratios were observed for "C-Waist-BMI-Smoking" (O/E HR = 2.11), "C-Waist-BMI-Diet-Smoking-Inactivity" "BMI-Diet-Inactivity"* (O/E HR = 1.88) and "Inactivity-Diet"* (O/E HR = 1.72) (Table 5) . Notably, in women synergistic interactions were less frequent, and only 4 combinations of MFLs out of 25 showed an overlapping of clustering and interactions: "C-Waist-BMI-Smoking", "C-Diet-Smoking-Inactivity", "C-Waist-Diet-BMI-Smoking" and "C-Waist-BMI-Diet-Smoking-Inactivity". In men, all the combinations of MLFs except for "BMI and diet"* showed a O/E HR ratio >1, and an overlapping of clustering and interactions was observed in 10 of the 25 combinations (Table 5) .
Discussion
In the prospective EPIC-Potsdam cohort study, combinations of five out of six well recognised high-risk MLFs for hypertension such as high general adiposity, abdominal adiposity, smoking, low adherence to DASH diet and physical inactivity, were associated with an increased risk of incident hypertension during follow-up. General and abdominal adiposity, smoking and physical inactivity appear to play a major role in increasing the risk of incidence of hypertension. However, only general adiposity appeared to be a sufficient cause to enhance the risk of hypertension per se. Moreover, these MLFs showed a high tendency to cluster in specific patterns, as in some case they showed an observed prevalence over 3 times higher than how expected by chance.
When single MLFs were investigated one by one in the whole cohort, general adiposity showed the most notable association with incidence of hypertension. Similar risk estimates had been found in a recent meta-analysis for this MLF 32 , which further confirms that general adiposity plays a central role for risk, regardless of differences in genetical, sociocultural and environmental backgrounds. Abdominal obesity was found to increase the risk of developing hypertension in both sexes, consistently with findings from other cohort studies 11, 33 . Adherence to DASH diet was not uniformly distributed between sexes, with a remarkably higher percentage of men in a high-risk category compared to women. In the first analysis, low adherence to DASH diet increased the risk of hypertension only among women. This was somehow unexpected, as to date the benefits of a DASH diet regime are well recognised for both primary and secondary prevention 19, 34 in women and men [34] [35] [36] [37] . However, a few studies have found no or weak evidence that greater concordance with DASH diet had a long-term impact on BP change or hypertension over time 38, 39 . In our study, the lack of association might be the result of the low number of men in the reference group that increases the probability of a false negative relation.
In this cohort, smoking appeared to be associated with higher risk of hypertension in men but not in women. Smoking has been largely recognised as an important risk factor of hypertension. It is associated with phenomena involved in hypertension's pathogenesis, such as endothelial dysfunction 40 , atherosclerotic plaque formation 41 or arterial stiffness 42 and it showed to have a role in the development of hypertension in epidemiological studies 15, 16, 43, 44 . However, our findings are not isolated. In a large study involving 33,860 people, it was shown that any independent chronic effect of smoking on BP is small, with a significantly higher value of SBP only in men smokers 45 . In a study involving 28,236 women, Bowman et al. have found that risk for hypertension increases by consuming at least 15 cigarettes per day, whereas non-significant association have been observed for less amount 46 . In the present study, we did not consider the numbers of cigarettes consumed per day, and this might have underestimated the effect of heavy smoking on the incidence of hypertension.
Physical inactivity showed a similar increase in risk for hypertension in both sexes and comparable values in terms of PAR%, suggesting that this MLF is associated with hypertension regardless of behavioural and biological attributes to sex. This is consistent with the major findings so far 47 . An unexpected finding was that alcohol consumption at baseline seemed not to increase the risk of hypertension despite evidence from other studies stating the opposite 13, 14 . We repeated the analyses using a "lifetime alcohol" variable 48 , and obtained the same result as with baseline alcohol intake (data not shown). After performing sensitivity analyses, the results did not change (data not shown). We argue with a couple of possible explanations. First, this might be possibly the result of low statistical power due to a too small number of people in the reference group of no/light consumers, especially in men. Second, it might be related to the genetic backgrounds of the participants involved in the studies. The dose-response curve for alcohol is not homogenous among studies 49, 50 , and there is evidence that the effect of alcohol is strictly related to the enzymatic pattern of individuals [51] [52] [53] . It is known that the genetic background of individuals plays a role in shaping their susceptibility to lifestyle factors' effect on hypertension development 54, 55 . Specifically, it has been found that apolipoprotein E polymorphism influences the effect of alcohol on hypertension, conferring more or less proneness to blood pressure increase depending on the allele carried 56, 57 . The analysis of combined MLFs examined separately subgroups of participants characterised by a defined set of MLFs. This allowed us to disentangle their effective contribution to risk modulation and helped to provide with detailed insights regarding how the MLFs are distributed.
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The analysis of the subgroups with only one MLF showed that general adiposity is the only risk factor which in our cohort constitutes by itself a sufficient cause of hypertension. All other MLFs did not show an association with the incidence of hypertension if they occurred individually. Also, this analysis revealed that both smoking and physical inactivity were more frequent in women compared to men when they occur as isolated MLF. This is in contradiction with the finding of the first analysis, where the overall prevalence of physical inactivity was almost equal between sexes and the prevalence of smoking was higher in men compared to women (Table 2 ). We could notice only two combinations without BMI that increased the risk of hypertension: "smoking and inactivity" and "smoking, inactivity and diet", for both sexes. These combinations without BMI had a notable prevalence and were important in explaining the risk. Among men, PARs% were generally higher compared to women. For example, "BMI-smoking" has a PAR% of 8.2 in men, whereas 1.7 in women, and when those two factors go along with physical inactivity PAR% became 7.6 for men and 2.1 for women. This could be the consequence of an overall healthier behaviour for women so that the range of improvement is wider for men. The percentage of smoking among women with one or more risk factors is remarkably lower than the one observed in men. From this evidence, it might be speculated that in men this risk factor is more likely to be combined with overweight and inactivity, while in women smoking is more likely to occur while having an otherwise healthy lifestyle.
General adiposity combined with low adherence to DASH diet was less prevalent than expected in both sexes, and this might indicate that in the present cohort, overweight and obese people tend to have more attention for their diet. Moreover, this combination was associated with a higher risk of hypertension in women but not in men. This might be again the consequence of low statistical power due to the small number of men in the reference group. General and abdominal adiposity showed to be aligned as it could have been expected and show a tendency to aggregate and being combined with smoking and inactivity, consistently across sexes. Regarding synergistic interactions, higher risk than expected varied by sex but the combination of general adiposity, smoking and diet showed higher risk than expected in both sexes.
This study has a number of strengths. It is based on a cohort of the EPIC study, characterised by a large number of participants, with the availability of data on multiple risk factors for hypertension. Data collection and measurements were highly standardised and carried with a rigorous methodology. To the best of our knowledge, this is the first study that takes into account details about the specific combinations of MLFs on hypertension risk, allowing to study the interrelation and the relative contribution of each MLF to the risk of hypertension. Moreover, the analysis of clustering of hypertension risk factors is of particular importance because it provides insights into how MLFs tend to aggregate. Nevertheless, some limitations of this study also need to be examined. It should be considered that hypertension has been recognised as a polygenic disease with complexities such as 'gene-gene' and 'environment-gene' interactions. The MLFs may modulate in different ways the effect of genes on BP 54, 55 , and we could not quantify the contribution of this interaction. Despite it is well recognised the role of salt in the onset of hypertension 58,59 , we could not consider it because the information on salt consumption was lacking. Thus we had to build a modified DASH index without taking it into account, and this might have underestimated the impact of diet on the risk of hypertension.
Further, the crude dichotomous categorisation made for calculating the sets of combinations and the PARs might underestimate the actual effect of the various risk factors. However, it has been demonstrated elsewhere that dichotomised lifestyle factors have been useful for studying the association of lifestyle factors and risk of diseases in large populations 60 . The results of this study support the need to investigate MLFs by detailing the specific combinations of co-occurrence, as we found evidence that the traditional analysis of single MLFs by mutually adjusted models might be misleading due to a loss of crucial information. In the study MLFs showed a remarkable tendency to occur in specific patterns, strengthening the rational to promote a more comprehensive approach through multifactorial interventions which target more than a factor at a time. For prevention of hypertension addressing adiposity together with smoking and promoting physical activity should be the first choice.
Data Availability
The datasets analysed during the current study are not publicly available due to data protection regulations. In accordance with German Federal and State data protection regulations, epidemiological data analyses of EPIC-Potsdam may be initiated upon an informal inquiry addressed to the secretariate of the Human Study Center (Office. HSZ@dife.de). Each request will then have to pass a formal process of application and review by the respective PI and a scientific board. 
